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NAME .

ARCHITECT HBsAg Qualitative

INTENDED USE

The ARCHITECT HBsAg CQualitative assay is a chemllumlnesoent
microparticle immunoassay (CMlA) for the qualitative .detection of
hepatitis 8 surface antigen (HBsAg) in human adult and pediatric serum
and plasma and ngonate serum. The assay may also be used to screen
for HBY infection in pregnant women to ideatify neonates who are at
risk for acquiring hepatitis B during the perinatal period. Assay results,
in conjunction with other laboratory results and clinical information, may
be used to provide prasumptive evidence of infection with the hepatitis B
virus (HBV) (state of infection or associated disease not determined) in
persons with signs and symptoms of hepatitis and in persons at risk for
_hepatitis B infection.

Not intended for use in screening blood plasma o tissue donhars.

SUMMARY AND EXPLANATION OF TEST )

The causative agent of seram hepatitis is hepatitis B virus (HBV) which
is an enveloped DNA virus, During infection, HBV produces an excess of
hepatitis B surface antigen (HBsAQ), also known as Australia antigen, which
can be detected in the blood of l.nlécted individuals. !t is responsible far
binding the virus to the liver cell and is the target structure of neutralizing
antibodies. 12 HBsAg is the first serological marker after infection with

HEBV, appearing one to ten weeks after exposure and two to eight weeks )

before the onset of clinical symptoms.a-"_HBsAg.persists_ during this acute
phase and clears late in the convalescence period. Failure to clear HBsAg
within six months indicates a chronic HBsAg carrier state.

"HBsAg assays are used to identify persons infected with HBV and to
monitor the status of infacted individuals in combination with other
hepatitis B serological markers.5 In most countries, testing for HBsAg is
part of the antenatal screening program to identify HBV infected mothers
and to prevent perinatal HBV infection by subsequent immunization.® -
Specimens nonreactive by ARCHITECT HBsAg Qualitative are considered
negative for HBsAg. A reactive specimen must be retested in duplicate
by ARCHITECT HBsAg Qualitative to determine whether it is ‘rapeatadly
reactive. Specimens found to be repeatedly reactive by the ARCHITECT
HBsAg Qualitative assay should be confivmed using the ARCHITECT

HBsAg Qualitative Confirmatory (4P54) assay, a neutralization procedure -

utilizing human anti-HBs. If the specimen is neutralized, the specimen
is considered confirmed positive for HBsAg. It is recommended that
confirmatory testing be pedarmed before disclosing HRsAg status.

BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT HBsAg Qualitative assay Is a one-step immunoassay for
* the qualitative detection of HBsAg in human serum and plasma using CMIA

technology, with flexible assay protocols, referred to as Chemiflex. {Note::

Ancillary Wash Buffer is added in a second incubation step so the assay
tiles perform a two-step assay.) .

. In the ARCHITECT .HBsAg Qualitative assay, sample, anti-HBs coated
paramagnetic ‘microparticles, and anti-HBs acridinium-labeled conjugate
are combined to create a reaction mixture. HBsAg present In the
sample binds to the anti-HBs coated microparticles and to the anti-HBs
acridinium-labeled conjugate. After washing, ancillary wash buffer is
added to the reaction mixture. Following another wash cycle, pre-trigger
and trigger solutions are added to the reaction mixture. The resulting
chemiluminescent reaction is measured as relative light unlts (AUJs). A
direct relationship exists batween the amount of HBsAg in the sample and
the RLUs detected by the ARCHITECT { System optics.

The presence or absence of HBsAg in the sample is determined by
comparing the chemiluminascent signal in the reaction to the cutoff signal
determined from an active calibration. if the chemiluminescent signal in
the specimen is greater than or equal to the cutoff signal, the sample is
cansidered reactive for HBsAg,

For additional information on system and assay technology, refer to the
ARACHITECT System Operations Manual, Section 3.

REAGENTS

Reagent Kit, 100 Tests/500 Tests

NOTE: Some kit sizes are not for use on all ARCHITECT ¢ Systems

Please contact your local distributor.

ARCHITECT HBsAq Qualiative Reagent Kit (4PS53)

1 botlle {6.6 mL per 100-test bottle/270 mL
per 500-test bottle) anti-HBs (mouse, maonoclonal, tgM, 19G) coated
microparticles in MES buffer with protein (bovine serum albumin}
stabilizer. Minimum concentration: 0.08% solids. Preservatives: ProClin
300 and ProClin 950. o

. 1 bottle (5.9 mL per 100-test bottlef 26.3 mL per 560-test
bottle) anti-HBs {mouse, monoclonal, IgG) and anti-HBs (goat, 19G)
acridinium-labeted conjugate in phosphate buffer with human plasma
and protein (bovine serum albumin, fetal bovine serum, goat lgG, mouse
lgG) stabilizers. Minimum concentration: 035 ugfml.. Preservatives:
ProGlin 300 and ProClin 950,

. ﬁuqu.am-wusu BUFFER] 1 bottle (5.9 mL -per 100-test bottlef
26.3 mi. per 500-test bottle) ancillary wash butfer containing MES butfer.
Preservatives: ProClin 300 and ProClin 950.

Other Reagents

CH  Pra-Tri i
[PRE-TRIGGER SOLUTION] Pre-trigger solution contalning 1.32% {w/v)
hydrogen peroxide.

ARGHITECT i Trs Solui

+ [TRIGGER SOLUTION] Trigger soition comtaining 035 N sodium

hydroide.

Wasl’l buffer containing phosphate buﬂergd saline
solution. Preservatives: antimicrobial agents. ’

WARNINGS AND PRECAUTIONS

.

* For in Vitro Diagnostic Use.

+ Package insert instructions must be carefully followed Reltability of'

assay results cannot be guaranteed if there ara any devnanons from the
instructions in this package insert.

Safety Precautions

. CAUTION: This product contains human sourced andfor
potentially infectious components. Rafer to the REAGENTS section
of this package insert. No known test method can offer complete

assurance that products derived from human sources or inactivated -

microgrganisms will not transmit infection. Therafore, all human sourced
materials should be considered potentially infectious. It is recommended
that these reégems and human specimens be handled in accordance
with the OSHA Standard on Blocdborne Pathogens.” Biosafety Level 28
or other appropriate biosafety practices®: 10 should be used for materials
that contain or are suspected of containing infectious agents.
« The Conjugate contains human plasma that.is nonreactive for HBsAg,
© HIVA Ag or HIV-1 RNA, anti-HIV-1{HIV-2, and anti-HGV. |
s The following warnings and precautions apply to these componenls
« Microparticles
= Conjugate
+ Ancillary Wash Bufter .
. WARNING: Contains methylisothiazolones®
H317 May cause an allergic skin reaction.

Prevention

P261 " Avoid breathing mist / vapours / spray.

P272 - Contaminated work clothing should not be
allowed out of the workplace.

P280 Wear protective gloves [ protective
clothing / eye protection.

Response :

P302+P352 IF ON SKIN: Wash with plenty of water.

P333+P313 If skin irritation or rash occurs: Get

medical advice { attention.
P363 - Wash contaminated clothing before reuse.

This material and its container must be disposed of in a safe way.

* For a detailed discussion' of safety precautions during system operation, -

refér to the ARCHITECT System Operations Manual, Section 8.-
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Handling Precautions

« Do not use reagents kits beyond the expiration date.

+ Do not pool reagents within a kit or between reagent Kits.

« Beforo loading the ARCHITECT HBsAg Qualitative Reagent Kit on the
system for the first time, the microparticle bottle requires mixing to
resuspend microparticies that may have ‘settled during shipment. For
microparticle mixing instructions, refer to the PROCEDURE, Assay
Procedure section of this package insert.

. Septums MUST. be used to prevent reagem evaporation and
contamination and to ensure reagent integrity. Reliability of assay
results cannot be guaranteed if septums are not used according to

. the instructions In this package insert.

+ To avoid contamination, wear clean gloves when placing a septum
on an uncapped reagent bottle. -,

« Once a septum has been placed on the reagent bottle, do not
invert the bottle as this will result in reagent leakage and may
' compromise assay results.

* Over time, residua! liquids may dry on the sepmm surface. These
are typically dried salts, and have no effect on assay efficacy. -

« For ‘a detailed discussion of handling precautions during system

operation, refer to the ARCHITECT System Operations Manual,

Section 7.
Storage Instructions

. 2‘6-/”/( The AACHITECT HBsAg Qualitative Reagent Kit must be
stored at 2-8°C in an upright position and may beé used immediately
after removal from 2-8°C storage.

* When stored and handled as diracted, the reagents are stable unt|l the
expiration date. )

* The ARCHITECT HBsAg Qualitative Reagent Kit may be stored on-board

- the ARCHITECT i-System for a maximum of 30 days. After 30 days, the
reagent kit must be discarded. For information on tracking onboard time,
refer to the ARCHITECT Systerm Operations Manual, Section 5.

* Reagents may be stored on ar off the ARCHITECT i System. If reagents

are removed from the system, store them at 2-8°C (with septums and
reptacement caps) in 'an upright position. For reagents stored off the

" system, it is recommended that they be stored in their original trays and
boxes ta ansure they remain upright. If the microparticle bottle does not
remain upright (with-a septum installed) while in refrigerated storage
off the system, the reagent kit must be discarded. For information on
unioading reagents, refer to the ARCHITECT System Operations Manual,
Section 5. .

Indications of Reagent Deterioration
When a control value is out-of the specified range, it may indicate
deterioration of the reagents or errars in tochnigue. Associated test results
are invalid and samples must be retested. Assay recalibration may be
necessary. For troubleshooting information, refer to the ARCHITECT System
Qperations Manual, Section 10.
INSTRUMENT PROCEDURE
"« The ARCHITECT HBsAg Qualitative assay is designed for use on the
ARCHITECT 7 System.
« ARCHITECT System software version 700 or higher must be installed on
.the ARCHITECT { System.
+ The ARCHITECT HBsAg Qualitative assay file (assay number 636} must
be installed on the ARCHITECT i System before performing the assay.
« For detailed information on assay file instalation and viewing and editing

assay parameters, refer to the ARCHITECT System Ope:atlons Manual, .

. Section 2.

+ For information on printing assay parameters. refer to the ARCHITECT
’ System Operations Manual, Section 5.

+ For a detailed description of system procedures, refer to the AFICHI'[EC‘T ‘

System Operations Manual.

SII’ECIMEN' COLLECTION.AND PREPARAﬂbN FOR ANALYSIS
Specimen Types

_» The specimen collection tubes listed below were verified for use with the

ARCHITECT HBsAg Qualitative assay. Other specimen collection tubes
have not been tested with this assay. -
«  Human serum (including serum collected in serum separator tubes)
¢+ Human plasma collected in fithium heparin (including * separator
_tubes), dipotassium EDTA, tripotassium EDTA, or sodium heparin
« Perlormance has not been established for the use of cadaveric

. spacimens or the use of body fluids other than human serum and

plasma.

* Liquid anucoagu!ants may have a dilution etfect resultlng in Iower S!CO
values for Individual patient specimens.

+ The ARCHITECT i System does not provide the capab:luly to verify
spacimen type. It'i is the responsibility of the operator to verify that the
correct specimen types are used in the ARCHITECT HBsAg Qualitative
assay. : .

Specimen Conditions |

* Do not use spec:mans with the ldlowmng conditions;

* heat-inactivated

¢ pooled

* grossly hemolyzed

« obvious microblal contamination

.= For accurate results, serum and plasma specimens should be free of

fibrin, red blood cells, and other particulate matter. Serum specirnens
from patients receiving anucoagulam or thrombolytic therapy may
" gontain fibrin 'due to incomplete clot formation.

* Ensure that complete clot formation in serum specimens has taken
place prior to centrifugation. If the specimen.is centrifuged before a
complete clot forms, the présergce of fibrin may cause ermoneous results.

‘s As specimens _from haparinized patients may be partially coagulated

and errongous results could -occur dug 10 the. presence of fibrin, draw
the specimen prior to heparin therapy.

+ Use caution when handllng patient specimens to prevent cross
cantamination. Use of disposable pipettes or pipette tipsis racommended.

s For optimal results, inspect all specimens for bubbles. Remove bubbles
with an applicator stick before analysis. Use a new applicator stick for
each spacimen to prevent cross contamination. -

Preparation for Analysis

« Foliow the tube manufacturer's processing. instructions for serum and
plasma collection tubes. Gravity separatlon is not sufficient for specimen
preparation.

+ Propare frozen specimens as follows:
* Frozen specimens must be completely thawed befare mixing.
+ . Mix thawsd specimens thoroughly by inverting-10 times or by low

spead vortexing. Visually inspect the specimens. If layating or

stratification is observed, contiriue mixing until specimens are visibly
" homogeneous. If samples are not mixed thofoughty. lncons:stem
results may be obtained.”
* Centrifuge mixed specimens as described below,

* To ensure consistency in results, specimeris’ must be transferred to a .
centrifuge tube and centrifuged at 2 10,000 RCF (Relative Cemrllugal-

Force) for 10 minutes before testing if
* they contain fibrin, red biood cells, of other particulate matter or
* they were frozen and thawed.

* Centrifuged specimens with a lipid layer on the top must be transferred
te & sample cup or secondary tube. Gare must be taken to transfer only
the clarified specimen without the lipemic material.

» Transfer clarified specimen to a sample cup or secondary tube for

testing.
Storage

. Speumensmaybesturedonoroﬁmedotmdbbodceus,orseparamr

gel for
* up to 24 hours at room temperature (15—30‘0) or.
. upto&daysalz-a'c
+ |f testing will be delayed more than Sdays. remove sarum or plasma

irom the clot, red blood cells, or separator gel and stare at -20°C or

colder.
« Avoid mare than 3 freezefthaw cycles.

* Lithium heparin tube type may demonstrate higher SICO values for low
positive specimens after freezefthaw.

" Confidential Materlal '
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Shipping

« Before shipping specimens, it is recommended that specimens be
removed from the clot, red blood cells, or separator gel.

+ Whaen shipping specimens, package and label specimens in compliance
with applicable state, federal, and internationat regulations covering the

transport of clinical specimens and infectious substances.
* Specimens may be shipped amblent, at 2-8'C {wet ice), ar frozen (dly
" ice). Do not excéed the storage time limitations listed above.

PROCEDURE
Materials Provided
. = 4P53 ARCHITECT HBsAg Qualitative Reagent Kit

Materials Required but not Provided
* ARCHITECT i System .
= ARCHITECT HBsAg Qualitative Assay file, obtained from the
s ARCHITECT i System e-Assay CD-ROM, obtain from
www.abbottdiagnostics.com or
. » ARCHITECT i System Assay CD-ROM
e 4P53-01 AACHITECT HBsAg Qualitative Calibrators
e 4P5340 ARCHITECT HBsAg Qualitative Controls (or other control
matarial)
.+ AACHITECT i {PRE-TRIGGER SOLUTION|
+ ARCHITECT ; [TRIGGER SOLUTION]
ARGHITECT i [WasH burFes]
ARCHITECT i [REACTION VESSELS]
ARCHITECT i [SAMPLE CUFPS]
* ARCHITECT {
*  ARCHITECT i
. F"lpetles or pipette tips (optional) to deliver the specified volumes.
For information on materials required for mdintenance procedures, refer to
.the ARCHITECT System Operations Manual, Section 8.

Assay Procedure

* Before loading the ARCHITECT HBsAg Qualltatwe Heagem Kit on the
system for the first time, lha micraparticle bottle requires mixing to
resuspend microparticles that may have sefttled during shipment. After
the first time the microparticles have been loaded, no further mixing is

. required.

+ Invert the micropartlcle battle 30 times.

+ Visually inspect the bottle 1o ensure micropanii:les are resuspended.
If microparticles are still adhered to the bottle, continue to invert the

] bottle until the microparticles have been completely resuspended.

s If the microparticles do not resuspend, DO NOT USE. Contact
your Abhott representative.

* Once the microparticles have been resuspended place a septum
on the bottle. For instructions about placing septums on bottles,
refer to the Handling Precautions section of this package insert.

* _ Load the ARCHITECT HBsAg CQualitative Reagent Kit on the ARCHITECT

i System. .

*  Verify that all necessary reagents ara present.

« Ensure that septums are present on all reagent botties.

- .
-

IE'I

. ¢ Order calibration, if necessary.

* For information on ordering:- cahbrmlons refer to the ARCHITECT
Systern Operations Manual, Section 6. .
¢ Order tasts.
* For information on ardering patient specimens and controls and

_for general operating procedures, refer to the ARCHITECT System

Operations Manua!, Section 5.
+ The minimum sample cup volume is calculated by the system and
is printed on the Orderlist report, No more than 10 replicates may
be sampled from the same sample cup. To minimize the effects of

evaporation, verify adequate sample cup wolume is present before -

running the test

* Priarity: 125 pL for the first HBsAg Qua[uatave test plus 75 pl for
each additional HBsAg Qualitative test from the same sample cup.

* <3 hours on-board: 150 L for the first HBsAg Qualitative test plus
75 pL for each additional HBsAg Cualitative test from the same
sample cup,

¢ >3 hours on-board: replace with a frash sample (patient specimens,

controls, and calibrators).

* | using primary or aliquot tubes, use the sample gauge to ensure
sufficient patient specimen is present.

+ Praepare calibrators and contrals.
+  Mix the ARCHITECT HBsAg Qualitative Callbmtors and Controls by
gentle Inversion before use.
+ To obtain the recommended -volume requirtements for the

ARCHITECT HB8sAg Qualitative Calibrators and Controls, hold the .

bottles vertically, and dispense 11 drops of each calibrator and
6 drops of each control into each respective sample cup.

* |t commercially available control. material is used, follow the

manufacturer's instructions for preparation. .
* Load samples
* For information on loading samples refer to the ARCHITECT System
Operations Manual, Section 5.
* Pross RUN.

+ For additional information on principles of operation, refer to’ the

- ARCHITECT System Operations Manual, Section 3.

+ For optimal performance, it is important to perform routine maintenance
as described in the ARCHITECT System Operations. Manual, Section S.
Perform maintenance more frequently when required by laboratory
procedures. ’ i

Specimeri Ditution Procedures .
Specimens cannot be diluted for the ARGHITECT HBsAg Quamatlve assay.

Caltbrauon

« “To perform an ARCHITECT HBsAg Qualitative calibration, test calibrators
1and 2in repllcates of 3. The calibrators should be priomy loaded.

* A single sample of each control tevel must be tested to evaluata the
assay calibration,

» Order controls as described in the Assay Procedure saction
¢ Ensura that assay control values are within the ranges specified in
the contro! package insert.

* Once an ARCHITECT HBsAg Qualitative calibration is accemad and
stored, all subsaquent samples may be tested without further calibration
unless: ’

* A reagent kit with a new lot number is used.
* Controls are out of range. .

_» For detailed information on how to perform an assay calibration, refer to

the ARCHITECT System Operanons Manual, Section 6.

" QUALITY CONTROL PROCEDURES

The recommended control requirement for the ARCHITECT HBsAg
Qualitative assay is that a single sample of each control be tested
once every 24 hours each day of use. If your laboratory quality controf
procedures require more frequent use of controls to verify test results,
follow those procedures. Additional controls may be tested in conformance
with local, state, and/or federal regulations or accmdltalmn requtremems
and your laboratory's quality control policy..

Control values must be within the ranges specified in the control package
insert. if a control result is out of its specified range, any test results

generated since the last acceptable control resuits must be evaluated 1o -
- determing’if test results may have been adversely affected.'1.12 Adversely

affected test results are invalid, and'these samiples must be retested. For
troubleshootmg information, refer to the AFICHH'ECT System Ogperations
Manual, Section 10.

Verification of Assay Claims

For protocols ta verify package insert claims, refer to the ARCHITECT System

Operations Manual, Appendix B. The ARCHITECT HBsAg Qualitative assay

belongs o method group §, except functional _sensitlvity.

RESULTS

Calculations .

» The ARCHITECT i System calculates the result for lhe ARCHITECT
HBsAg Qualitative assay using the ratio of the sample RLU to the cu!oﬁ
RLU (S{CO) for each specimen and contro.

+  Cutoff REU = (0.0575 x Calibrator 1 Mean .RLUU)
+ {0.8 x Calibrator 2 Mean RLLJ) ~
¢ §/CO = Sample RLLfCuteff RLU

Confidential Material
This material is the propenty of Abbott Laboratories and must not be disclosed or used except as authorized | fn writing by Abbott Laboratories,
DHTII?QO Version 4
Page 4 of 14

Uy



¢

lnt.erpretatl'on of Results

ARCHITECT HBsAg Qualitative [nitial Result
{nitial Result (S/CO) | Instrement Interpretation | Retest Procedure
< 100 NONAREACTIVE No retest required.
2 100 REACTIVE Retest in duplicate.

Increased Risk Populatlon

Of the 2800 specimens tested in the ARCHITECT HBsAg Qualitative clinical
study 1279 specimens were from individuals with -increased risk of HBY
infection. All 1279 individuals were at risk for HBV infection due to lifestyle,
behavior, aecupation, or a known exposure event but were asymplomatic
and reported no current signs or symptoms of hepatitis. Testing of these
specimens was performed at three clinical sites located in Hershey, PA;

* A specimen with an SlCOlof less than 1.00 is nonreactive; the specimen

is considered negative for HBsAg.

. Iniually reactive specimens require retesting. Specimens that contain
particulate matter should be recentrifuged acconding to directions in the
SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS section
in this package inser.

~ ARCHITECT HBsAg Qualitative Retest Results
Instrumest Interpretation Specimen Classification '

‘Both results nonreactive Specimen considered negative for HBsAg
{both S/C0 values < 1.00) -

One or both results reactiva
(one or both S/CO values = 1.00)

Specimen considered repeatédly raactive;
confirm using the ARCHITECT HBsAg
Qualitative Contirmatory assay.

« Confirm repeatedly reaclive specimens using the ARCHITECT HBsAg
Qualitative Conﬂrrnatory assay before dlsdosmg HBsAg status to the
patient.

. Flags
Some results may contain information in the Flags field. For a descrlptlon
of the flags that may appear in this field, rafer to the ARCHITECT System
Opetauons Manual, Section 5. .

-LIMITATIONS QF THE PROCEDURE o

« The effectiveness of the ARCHITECT HRsAg Qualitative assay lar use
in screening blood, plasma, or tissue denors has not been established.

+ Assay performance characteristics have not been established when the
ARGHITECT HBsAg Qualitative assay is used in conjunction with other

. manufacturers’ assays for specific HBV markers. Users are responsible
for establishing their. own performance characteristics.

+ Current methods for the detection of hepatitis B surface antigen may
not detect all potentially infected individuals. A nonreactive test result
does not exclude the pessibility of expasure to or infection with hepalitis
B virus. A nonreactive test result in individuals with prior exposure to

" hepatitis B may be due to antigen lavels below the detection limit of this
assay or lack of antigen reactivity to the antibodies in this assay.

Fort Lauderdale, FL; and Aurora, CO.

The increased risk population (n=1279) cnnsisted- of the following racef

ethnic groups:
* 598 {46.76%) Caucasian

* 159 (12.43%) Hispanic
« 25 (1.95%) Asian

"« 470 (36.75%) African American

« 2 (0.16%) American Indian/Alaska Native

« 25 (195%) Other

The percentage of specimens collected at each location and the
percentage of reactive results from each location are presented in the

following table. . ) .
Percent of Specimens | Percent of Reactive
Specimen Collection Sitef Collected at Each Results from Each
Vendor Location Location Location
Site 1 Galveston, TX 26,66 (341/1279) 2,05 {7/341)
Site 2 Daltas, TX 9.46 (12111279) - 4.13 {5{121)
Site 3 Miami, FL 8.68 (111/1279) 18.92 (21/111)
Site 4 St Petersburg, FL 33.39 (427/1279) - 0.70 (3/427) -
Site 5 Chicago, L 5.47 (70/1279) 8.57 (6/70)
Site € Denver, CO 2.42 (31/1279) 3.23 (1/31)
Specimen Vendor Location
High Point, NC . 258 (33/1279) 3.03 (1/33)
Coton, CA 266 (34/1279) 0.00 (0/34)
Plymouth, MA 8.68 (111/1279) - 0.00 (0/111)
Total | 100.00 (1279/1273) 3.44 (44/1279)

Of the 1279 specimeans, 607 (47.46%) were female and 672 {52.54%) were

male. The age was not reported for two subjects. Of the remaining 1277

specimens, the mean age was 39 years (age-ranga: 17 to B2 years).
The distribution of ARCHITECT HBsAg Qualitative reactive and nonreactive

¢ [t the ARCHITECT HBsAg Qualitative results are inconsistent with clinical
evidence, additional lesting is suggested to confirm the result:

+ For diagnostic purposes, results should be used in conjunction with

patient history and other hepatitis markers for diagnosis of acute and
chronic infection. ' ‘
* Results obtained with the ARCHITECT HBsAg Qualitative assay

may not be used mterchangeably with values obtamed with different

manutacturers’ assay mathods.

+ Heaterophilic antibodies in’ human serum can react with reagent

immunoglobuling, interfering with- i vitro immunoassays.’3 Patients
routinely exposed to animals or to animal serum products can be prone
to this interfarence and anomalous results may be observed. Additional
information may be required fof diagnosis.

+ Specimens from patients who have received preparations of mouse
monocional antibodies .for diagnosis or therapy may contain human
anti.-mouse antibodies (HAMA).'#-15 Spacimens containing HAMA
may produce anomalous values when tested with assay kits such

as ARCHITECT HBsAg Qualitative that employ mouse monoclonat

antibodies. 14

* A roeactive HBsAg result does not exclude co-infection by another
hepatitis virus.

+ Refer to the SPECIMEN COLLECTION AND PREPARATION FOR
ANALYSIS section of this package insert for specimen limitations. ~ -

EXPECTED RESULTS
Data in the EXPECTED RESULTS section were generated using the
ARCHITECT ¢ 2000s and i 2000 Systems.

"Due to geographic locations or demographics, assay results obtained in
individual laboratories may vary from the data presented.

results among the increased risk population by age-and gender (n=1275)

is summarized in the following table.

ARCHITECT HBsAg Qualitative
© Result
Age Range . Number of Number of )
(Years) Gender  |-Reactive (%) | Namreactive %) | Total |-
* "Female- - 1(789) tzeezany | 7
10 to 19 -
‘ Male 2 (18.18) 3 (81.82) BRE
Female 2(112) - | 176 (98.88) 78
2010 29 - -
Male 2 (1.36) 145 {98.64) 147
. Female | 3(268) TwErasy | o
30to 39 - -
- Male 8(am) . 162 (95.29) 70
- Female 1(0.63) 159 (99.38) 160
40 to 49
Male 4 (3.90) 206 {98.10) 210
Female 5 (5.08) 94 (94.95) 99
50 to 59
Male 12(1121) | 95(88.79) 107
Female 4{11.11) 32(8889) | 36
60 to 69 :
Male 0 (0.00)' 17 {100.00) 1
Female 0 (0.00) 5 {100.00) 5
7010 79 :
- Male 0 {0.00} 9 (100.00} g
Female © (0.00 2 (100.00} 2
g0t 89 -
. Male 0 (0.00) 0 (0.00) 0
Female © (0.00) 1 (100.06) B
Unknown
Male 0 (0.00) 1(0000) | 4
Total | 44 (3.49) 1235 (96.56) 1279
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SPECIFIC PERFORMANCE CHARACTERISTICS
All performance studies were conducted using the ARCHITECT i 2000/ 20005k Systems. -
Assay results obtained in individual laboratories may vary from data-presented.

Precision : ’
The ARCHITECT HBsAg Qualitative assay is designed to have a Within-Laboratory (Total) imprecision %CV of < 10% for the positive control and specimens
al 1.20 S/CO (low positive panel} and 3.5 S/CO (moderate positive panel) and a Total Standard Deviation (SD} of = 0.10 S/CO for specimens at
0.80 S/CO (high negative panei). ' .

n- Pri ion
A study was performed based on guidance from the National Committee for Clinical Laboratory Standards (NCCLS) document EP5-A2.16 Testing was
conducted at Abbott Laboratories using 3 lots of ARCHITECT HBsAg Qualitative reagents, calibrators, and controls, and 3 instruments. Two conttols
and 3 panels were assayed in a minimum of 2 replicates at 2 separate times per day for 20 different days. Each reagent lot used a single calibration
throughout the stuidy. The totat imprecision {within-run, between-run, and betwaen-day) across lots and instrument systems for the ARCHITECT HBsAg
Qualitative assay was 2.1 10 3.3 %CV for the positive control and positive panels, and the S0 was 0.025 to 0.033 S/CO for the high negative panel.
The results are summarized in the following table. )

Within-Run | Within-Laboratory Precision (Total)
Reagent Mean
Instrument Lot | Sample N sjco | sD %oV sD %ev
. Negative Control 118 0.18 0.012 NA 0030 NA
Pasitive Contral 119 | 345 | 0.059 1.7 0.095 2.7
1 High Negative Panel 119 0.77 0.022 2.9 0.033 . 4.3
Low Positive Panel . 119 127 | 0.028 2.2 0.039 3.1
Moderate Pasitive Pane! 118 363 0.071 19 0.093 28
Negative Contral 120 017 | 0.015 NA 0.030 NA
) Positive Control 119 344 | o068 [ 20 | - 0098 29
! 2°$°5F_‘ 2 High Negative Panel 119 -| 075 | 0.023 31 0.031 42
ar Low Positive Panel 119 1.25 0.03 24 0.040 - 3.2
Moderate Positive Panel | 120 357 | 0074 2.1 0.103 29
Negative Control . 120 0.15 0.012 NA 0.021 ) NA
Positive Cantrol 120 | 331 | oose3 1.9 © 0084 25
3 High Negative Panel 120 | 672 | 6oe3 | 32 0.031 . 4.4
" | Low Positive Panel 120 120 .| 0.032 2.7 0.039 3.3
Moderate Positive Panel | 120 | 3.40 0060 [ 18 0.088 . 25
Nagative Control ' 119 0.17 0.012 NA 0.017 NA
Positive Control 120 3.43 0.063 18 0.088 25
1 High Negative Panel 120 075 | 0023 3.0 0.025 3.3
Law Positive Panel 120 126 0026 | 21 0.02¢ 2.3
Moderate Positive Panal | 119 3.61 0066 | 18 0.082 23
Negativo Contrel 120 016 | 0012 NA 0.015 . NA
. Positive Control . - 120 343 | 0.059 17 | 0.086 25
i 2°g°S“ 2 |High Negative Panel 19 | 073 | 0024 | 32 0.025 34
@ Low Positive Panel 118 122 | 0.029 2.4 0.033 27
Moderate Positive Panel 120 354 0.070 2.0 0.087 2.5
Negative Control 119 0.5 0.012.[ NA 0.014 NA
'} Positive Control 120 338 0.056 17 0072 - 2.1
3 High Negative Panael 120 | 072 0.021 29 . 0.027 : 3.7
Low Positive Panel 119 122 | 0032 | 27 0.038 31 . . -
Moderate Positive Panel | 120 347 | 0.063 18 0.075 2.2
Negative Control 120 0.17 0.014 NA 0.025 .NA
_ Positive Control 1200} 328 | oo7a |, 22 . 0,077 2.3
i 2000 -3 High Negative Pane! 120 ] 073 | 0022 3.1 0.029 39
Low Positive Panel . | 120 1.21 0.030 25 - 0.035 - 29
Maderate Positive Panel | 120 | . 242 | 0.082 24 0.098 29
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bl
A S5-day precision study was performed for the ARCHITECT HBsAg Qualitative assay based on guidance from the Clinical and Laboratory Standards
Institute. (CLSI) document EP15-A217 and NCCLS document EPS-A2.18 Testing was conducted at 3 clinical Sites using 3 lots each of ARCHITECT HBsAg
Qualitative reagents, calibrators, and controls and one ARCHITECT i 2000 or ARCHITECT i 2000g per site. Two controls and 3 panels were assayed in

replicates of 4 at 2 separate times of day for 5 days.
The results are summarized in the following table.

Precision with

“Precision with Precision with
Additional Additional Additional
Grand Withir-Laboratory | Component of Componentof | Components of Site
. Mean Withln-Run Within-Day Precision (Totaf) Between-Site BetweenLot and Lot {Overall)
Sample -N | 'sjco ) wCV Sb Lo S0 Hev SD %V S0 ®CV 5D Wev
Negative Control 360 | 0.7 [°0.028 NA 0.03t NA -| 0031 NA . | 0034 NA . | 0.034 NA 0.035 NA
Positive Control 360 | 345-| 0066 18 0.070 20 0.073 2.1 0.087 | 25 0.137 4.0 0.137 4.0
High Negative Panel | 360 | 0.77 | 0.037 48 | 0.061 79 - | 0.081 78 0.063 83 0.061 79 0.083 8.3
Low Positive Panel 360 | 128 0.066 5.1 0.066 5.1 0.066 5.1 0.069 54 0.075 5.9 0.075 5.9
Moderate Positive Panel | 360 | 3.64 0.134 a7 0.138 3.8 0.138 38 0.153 42 0.188 5.2 0.188 52

Clinicai Performance : A _ .
- A prospective multi-center study was conducted to evaluate the ability of the ARCHITECT HBsAg Qualitative assay to detect HBsAg in a group of
individuals that would normally be tested in a clinical situation. Of the 2800 specimens tested in the clinical study, 1279 specimens were obtained from

individuals with increased risk of HBV infection due to (ifestyle, behavior, accupa.tlon ora known exposure event and 675 specumens were obtained from
individuals exhibiting signs and symptoms of hepatitis infection,

Specimens (n=1954) from these populations consisted of the Iqllowmg racefethnic groups:

s 970 (49.64%) Caucasian o 40 (2.05%) Astan

= 598 (30.60%) Alrican American * 5 (0.26%) American IndianfAlaska Nanve

* 311 {15.92%) Hispanic ¢ 30 (1.54%) Other
Specimens (n=1954) from these specimen’ populatjons were abtained from the fallowing collection locations:
+ 359 (18.37%) Galveston, TX *. 33 (1.69%) High Point, NC

200 {10.24%} Dallas; TX * 35 (179%) Colton, CA

+ 179 (9.16%) Miami, FL * 111 (5.68%)} Plymouth, MA

« 496 (25.38%) St. Petersburg, FL 100 ({5.12%) Trinity, FL

« 284 (14.53%) Chicago, IL * 20 (1.02%) Franklin, TN

* 137 (701%) Denver, CO

Of the 1954 specimens from the increased risk and signs and symptoms populations, 893 (45.70%) were female and 1061(54.30%) were male. Age was
. not reported tor two specimens. Of the remaining 1952 specimens, the mean age was 42 years (age range; 17 to 82 years).

The ARCHITECT HBsAg Qualitative assay was further evaluated by testing a total of 126 pre-selected specimens from acute and chionic HBY infections,
which included 8 specimens from subjects with clinically diagnosed acute HBV infection, 29 specimens classified as acute based on four-marker HBV
reference testing, 67 specimens from subjects with clinically diagnosed chronic HBV infection defined by the presence of HBsAg for- = 6 months, and
22 specimens classified as chronic based on four-marker HBV referance testing.

Each specimen was tested using a comparator HBsAg assay and three HBV reference assays. each detecting a unique serological marker (anti-HBc
IgM, total anti-HBc, and anti-HBs). The HBV classification was determined for @ach specimen based on the reactivity patterns of the four HBV serological
marker results. The comparator and reference assays were from a single manufacturer, and testing was performed foliowing manufacturer's instructions.

Each specimen was also tested at one of three clinical 'sites located in- Hershey, PA; Fort l.auderdaje EL; and Aurora, CO, using the ARCHITECT HBsAg
Qualitative assay. . )
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. Following testing with the comparator HBsAg assay and three reference HBV assays, the 1854 specimens from the increased risk and signs and
symptoms population plus 126 specimens from individuals with acute or chronic HBV infection were assigned an HBV classilication according to the

‘following tabie. There were 13 unique reference marker patterns observed in the ARCHITECT . HBsAg Qualitative clinical study.

Number of HBY Reference Markers
Specimens HBsAg ? Anti-HB¢ 1gM | Total Anti-HBe Anti-HBs HBV Classification
20 + - - - Acute
2 * 1 + - Acute
26 + + + - - Acute
154 * - + - Chronic
6 + - + + Chronic
2 + - - + Ghronic
5 * + + + Late Acute, Recouemg
9 - + * + Recovering Acute
3 - + * - Recovering Acute, Undetectable HBsAg
118 - - + - Distantly Immune, Anti-HB3 Not Detected
225 - - + Immuné Dua to Natural Infection
414 - - - + Immune Due to HBV Vaccination
1096 - - - - Susceptible ]
2080 Totat

+ = Positive/Reactive, — = Negative/Nonreactive, 1 = indeterminate ’ ’
B For HBsAg: + = Repeatadly reactive and confirmed by neutrafization when required; - = Reference HBsAg test negauve or noi

confirmed by neutralization, |
Comparison of Results

The following table compares the ARCHITECT HBsAg Qualitative assay results with the c;amparator HBsAg assay final interpretation for each of the
HBV classifications for the increased risk and signs and symptoms populations (n = 1954) and the acute or chronic HBV infection populatlons (n=126).

The data afe summarized in the followlng table.

Companator HBsAg Final Interpretation
Confirmed Positive 2 Negative/Not Confirmed
ARCHITECT HBsAg Qualitative Result ARCHITECT HBsAg Qualitative Result
. Reactive Nonreactive " Reactive Nonreactive.
HBV Classification . N N N N
Acute 47 . 1 0 0
Chronic 160 2 4] 0
Late Acute, Recovering 5 0 [+} 0.
Recovering Acute 4} [+ ] 9.
Recavering Acute, Undetectable HBsAg o [+] 0 3
Distantly Immune, Anti-HB5 Not Datected 0 1] 3 115
" ] immune Due to Natural Infaction 0 0 5 220
Immune Due to HBY Vaccination [+ 0 0 414
Susceptible .0 0 ] 090
" Total 212 ab. 14°¢ 1851

8 The comparator HBsAg final positive interpretation includes retesting and confirmatory testing accarding to the comparater package inseris:

b All 3 specimens ware pasitive for an additional marker {anti HB¢ or anti-HBs) or had DNA present (assay sensitivity of 169 copias/mL).

© Of these 14 specimens, 1 spacimen was not confirmed on the ARCHITECT HBsAg Qualitative Confirmatary assay, 10 specimens were pasitive
for an additional markar {anti-HBc, anti HBs, or anti-HBa) or hag DNA present, and 3 spacimens had no additional markers or DNA present.

Percent Agreement

. The percent agreement between the ARCHITECT HBsAg Qualitative assay results and the comparator HBsAg assay final imerﬁretation for the increased

risk and signs and symptoms populations by HBV classification (n=1954) is summarized in the table below.

HBV Classification Positive Parcent Agreement | 95% Confidence Interval | Negative Percent Agreement | 95% Confidence Interval
Aeuta 100.00 {7{7) {59.04, 100.00) ‘ NA T NA
K Chironic 97.65 {83/85) “{91.76, 99.71) NA NA
Racavering Acuta NA NA 100.00 (9/8) (66.37, 100.00)
Recovering Acute, Undetectable HBsAg NA ‘NA 00.00 (3/3) {29.24, 100.00)
Distantly immune, Anti-HBs Not Detected NA NA 97.44 (1141117) {9269, 99.47)
Immune Due to Natural Infection NA NA . 98.21 (219{223) '(95.47, 99.51)
Immune Dug to HBY Vaccination NA - NA 100.00 (414'!414) . {98.11, 100.00}
Susceptibia NA NA © 99.45 (1030/1096) (98.81, 99.89)
Total 97.83 (90/92) (92.37, 99.74) 99.30 (1849/1862) (98.81, 99.63)
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Percent Agreement for Individuals With Acute or Chronic HBV Infection
The percent agreement between the ARCHITECT HBsAg Qualitativa assay results and the comparator HBsAg assay final mterpremlmn for the pre-selected
specimens from individuals with acute and chronic HBV infection (n=126) are presanted in the table below.

Speclmen Category Pasitive Percent Agreement | 95% Confidence Interval -Negative Percent Agreement 85% Confidence Interval
Individuals with Acute HBV [nfection 97.30 (38430 (85.84, 99.93) NA NA
Individuals with Chronic HBY Infection 100.00 (96/86) (95.80, 100.00) ~ " 66.67 {2/3) . " {9.43, 99.16)

Increased Risk Population Testmg
In addition to the 1279 specimens from tndmduals at mcreased risk tested at 3 clinical SI!ES. 498 specimens from hemodlalysts patients were tested at

Abbatt Laborataries. The foflowing table compares the ARCHITECT HBsAg Qualitative results and comparator HBsAg assay final interpretations for each -

risk factor for this overall increased risk poputation.

) Comparatar HBsAg Assay Flnal Interpretation
Confirmed Positlve - Negative/Not Confirmed
o ) ARCHI‘I:ECT HBsAg Qualitative Result ARCHITECT HBsAg Qualitative Result }

Specimen Category . Reactive (N) Nonreactive (N}’ ~ Reactive (N) ) " Nonreactive (N) Total (N}
Muttiple Sex Partnars - . B - 3’ 876 " 903
Injacting Orug User {IDU) ‘ 2 ) ' 1 ' 116 119
Man who have Sex with Men {MSM) 1 0 1 9 11
Sexual Contact with HBY 2 . 0 0 22. 24
Housshold Contact with HBV 6 0 6 43 48

.| Oecupational Exposure Incident 2’ 0 1 163 166
Hemadialysis Patient 2 0 0 ‘ 489 5012
Perinatal Exposure io HBV 2 0 L ’ - 2 . 4
Total - . 40 1 6 ©o1r0 1777

8 0f these 501 sﬁecimens 3 specin":ens were tested at cinical siles and 468 specimené were tested at Abbatt Laborateries.

Clinical Performiance in Pregnant Females

The performance of ARCHITECT HBsAg Qualitative in detecting HBV infaction in pregnant temales was evaluated by testlng serum specimens from

pragnant females at low risk or increased risk of HBV infection due to litestyle, behavior, or known exposure event. Of the 2800 specimens tested in the

clinical study, 720 were from a pregnant femate population. The specimens were obtained from commercial vendors. The 720 specimens, from pregnant

females aged 16 to 45 years, were collected from collection sites in Colton, CA (n=161); Plymaouth, MA (n=7); and Los Angales, CA (n=552). Testlng of
these specimens was performed at the clinical sites located In Hershey, PA, Fort Lauderdale, Fl., and Aurora co.

The demographic profile of the pregnant female population is presanted in the table below. .

' ) ) Low Risk Increased Risk . Total
Category . M%) N (%) N (%)
TOTAL . ] 544 (75.56) 176 (24.44) 720 (100.00)
TRIMESTER :

First ) - 24(4.41) 6 (3.41) 30 (4.17)
Second ] 259 (47.61) . . 68(38564) 327 (45.42)
Third : 261 (47.98) 102 (57.95) 363 (50.42)
RACE/ETHNIC GROUP : : )
Caucasian 10 (1.84) 38 (21.59) . 48 {6.67)
Alrican American . 52 (9.56) L 22 (12.50) : 74 (10.28)
Hispanic 465 (85.48) 108 (61.36) 573 (79.58)
Asian ) . 15 (2.76) 0000y -~ - 15 (2.08)
Amarican indianjAlaska Native 0 {0.00) ) 2 {1.14) 2 {0.28)
Other ) "2(030 6 (341) - 8 (1.11)
AGE RANGE . o )
1610 31 ) 320 (58.82) 146 (82.95) 466 (64.72)
32t0 45 . 224 (41.18) 30 (1705) - 254 (35.28)
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A comparison was perfermed betwean the ARCHITECT HBsAg Qualitative assay results and the comparator HBsAg' assay results using serum samples
obtained from a total of 720 pregnant females at low risk or increased risk for HBV infection. Data were anatyzed by risk and by trimester,
The data are summarized in the tables balow. '

- ARCHITECT and Comparator HBsAg Results by Triméster for Low Risk Pregnant Females

First Trimester " Second Trimester . Third Trimester
Comparator HBsAg " Comparator HBsAg Comparator HBsAg
. . . Final Interpretation L Final Interpretation Final interpretation
ARCHITECT HBsAg Qualitative | Confirmed | Negative/Not | - Confirmed | Negative/Not Confimned | Negative/Not
Result Positive Confirmed Total Posltive Confirmed Total Positive Confirmed Totat
Reactive 0 R 0 0 0 [ 0 0 o
Norreactive 0 24 24 0 259 259 | . 0. 261 261
Total i .0 24 © 24 o 259 259 | Q " 261 261
ARCHITECT and Compgéalor HBsAg Results by Trimester for Increased Risk Pregnant Females
First Timester ' . Second Trimester - Third Timester
Comparator HBsAg . Comparator HBsAg . Comparator HBsAg
] Final Interpretation ° Final Interpretation Finai Interpretation
ARCHITECT HBsAg Quaiitative | Confirmed | Negative/Not | . Confirmed | Negative/Not Confirned | Negative/Not
Resutt ’ Positive Confirmed Total Positive Confirmed Total Positive Canfinned Total
Reactive ) 0 0 .0 [ 0 o 1 0 1
Nonreactiva 0 - 6 - 6 0 86 .| e8 0 T TR 101
Total . 0 6 6 0 68 68 1 101 102

Il Summ: nd Percent Agreement for Pregnant EFemal

The percent agreement between the ARCHITECT HBsAg Qualitative assay results and the coniparator HBsAg assay results for tha pregnant female
population are summarized in the table below.

. Pasitive Percent 95% Confidence Negative Percent 95% Confidence
Subjects - Agreement Interval Agreement . - Interval
Pregnant Females 100.00% {1/1) " {2.50%, 100.00%) 100.00% (719/719) {99.49%, 100.00%)

A total of 3172 specimens from a diagnostic population (increased risk for HBV infection, signs and symptoms of hepalitis infection, and pregnant females)
were tested using the ARCHITECT HBsAg Qualitative assay. The repeatedly reactive specimens were confirmed using the ARCHITECT HEsAg Qualitative
Confirmatory assay. Thare were 122/3172 (3.85%) initially reactive results and 106/3172 (3.34%).repeatedly reactive results. Of the repeatedly reactive
results, 104/106 (98.11%) results were confirmed.

Clinical Performance in a Pediatric Population

.Of the 2800 ‘specimens in the clinical study, 142 specimens were from a pediatric population aged 17 to 21. In addition, 68 specimens from pediatric
individuals aged 4 to 18 who were at increasad risk of HBV infection were tested at Abbott Laboratories. For all 210 spemmens. the negative percent
agreement was 99.51% (203/204) with a 95% confidence interval ot 97.30% to 99.99% and the positive percent agreement was 83.33% (5/6) with a 95%
confidence interval of 35.88% ta 99.58% for the ARCHITECT HBsAg Qualitative result versus the comparator HBsAg final interpretation.

The ARCHITECT HEsAg Qualitative results are summarized by age and gander in the following table.

Age . ARCHITECT HBsAg Qualitative Result

Range Reactive Nonreactive

{Years) Gender N (%} : N (%) Yotat

>4 to 12 Female 1 {5.26) 18 (94.74) 19
Male - 0(000) 22(100.00) 22

»12t0 18 | Female - - 0 {0.00) 23 (100.00) v 23 ' — - -
Male e(0.00) — - = 7 (100:00) 17 ' :

>1Blo21 | Famale 2(178) = 112 (98.25) LS
Male . 3 {12.00) 22 (88.00) 25

_Total : ' 6(2.86) 204 (97.14) 210

‘Neonate Serum

A study was conducted to evaluate whether neonate samples may be tasted with the ARCHITECT HBsAg Qualitative assay. Cord blood serum was used
as a surrcgate for neonate serum. Twenty-three matched cord blood and maternal serum samples were spiked with HBsAg positive stack to yield a high
negative sample (target S/CO 0.80) and a low positive sample (target $/CO 1.20).

The distribution of the percent differences per analyte level is listed in the following table.

Distribution of Percent Differences
Analyte Level N < 10% 2 10% to < 20%  Z20%to < 30% z30%
- 0.80 S/CO 23 81.3% (21723) - BT% (2729 . 0.0% (0723) 0.0% (0/23}
1.20 S/CO 23 91.3% {21/23) 8.7% (2/23) 0.0% (0/23) 0.0% (0123}
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Analytical Sensitivity (Detectable Concentration of HBsAg at the Cutoﬁ)
The ARCHITECT HBsAg Qualitative assay is designed to have an anatyucal sensitivity value of less than or equal to 0. 20 ng!mL (0.036 WJ/mL).

Analytical sensitivity was evaluated using serial dilutions of the WHO 2nd International HBsAg Standard (subtype adw?Z, genotype A, NIBSC Code .

00/588). The dilutions ranged from 0.01 to 0.50 IU/mL. Recalcified negative human plasma/serum was used as the diluent and also repressnted the
0 IUfmL sample. The dilutions were tested across 3 reagent lots on 3 ARCHITECT instruments {2 { 2000ss and 1-i 2000). The HBsAg level at the assay's
cutoff was estimated from a Imear regress:on analysis. The analytical sensitivity for ARCHITECT HBsAg Qualitative ranged from 0.017 to 0.022 IUJ/mL
across the instruments.

In the analytical sensitivity study, the cbserved limit of detection (LoD), calculated per NCGCLS documant EP17 A8 was less lhan or equal to
10,002 IUfmL across the instruments.

Analytical Speclficity

The ARCHITECT HBsAg Qualitative assay was evaluated for potential cross-reactivity for specimens from individuals with medical conditions unrelated
-ta HBV infection. A total of 301 specimens from 28 different categories were tested. Two hundred ninety-aight (298) specimens wefe nonreactive and
3 specimens waere reactive by the ARCHITECT HBsAg Qualitative and comparator HBsAg assays. All 3 reactive specimens were contirmed positive for
HBsAg by the ARCHITECT HBsAg Qualitative Gonfirmatory and comparator HBsAg conflrmatory assays.

The data are summarized by final interpretation in the following table.”

" Comparator HBsAg Assay
Negative/Not Contirmed Positive 8 .
‘ ARCHITECT HBsAg Qualitative| ARCHITECT HBsAg Qualltative
Categoty ’ N [ Nonreactive Reaclive | Nonreactive Reactive
Anti-nuclear antibodias (ANA) ) 1% 10 ' 0 0 [}
Auto-immune hepatitis | 10 10 0. 0 0
- |¢. trachomatis ) ) 7 7 0 0 0
Cytomegalovirus (CMV) 10 10 0 ¢ 0
Epstein-Barr vinus (EBV) 10 10 0 0 0
Fatty liver disease . | . . 10 10 0 0 0
Hemodialysis patient : 10 10 [ 0 .0
Hepatitis A virus (HAV) : 10 10 0 1] 0
Hepalitis C virus (HCV) 10 10 0 0 0
Hepatocellular carcinoma o 0| 110 0 0 0
Herpes simplex virus (HSV) ) 10 B 1] 0 0 0
HiVvT . . 10 10 0 0 0
HIV-2 ' ) 17 14 0. 0 3
Human anti-mouse antibodies (HAMA) positive 15 (- - 1580 0 0 0
Human T-lymphotropic virus (HTLV-1/2) 9 | -0 0 0 -
IgG monoclonal gammopathy 10| 10 0 0 0
IgM monactonal gammopathy - : 10 10 0 0 0
Inftuenza vaccine racipients ' 10 10 0 0 0
Multiparous pregnancies . 10 " 10 0 0 0
Multiple myeloma o b1 10 0 0 0
Multipla transfusion recipiants 10 10 0 1] 0
. gonorhea . 9 9 0. 0 0.
“JPregnancy 1st trimester . . 15 - 15 0 0 0.
‘IPragnancy 2nd trimestar . 14 - 14 0 0 Q
Pregnancy 3rd trimester : 15 15 0 0 0
[Rheumatoidt arthritis (RF) e 10. 10 o- 1] 1 -
T. cruzi ' o[ 1w 0 0 [
7 patiidum 10 10 _ 0 0 [
Total : ' 301 298 ' 0 [+ 3

2 The comparator HBsAg final positive interpretation inciudes retesting and confu'ma:ory testing acconding to the
comparator package inserts. -

In adadition, a minimum of 16 serum sampies were supplememed with antigens from hepathis A virus, cytomegalovirus, Epstein-Barr virus, herpes simplex
virus-1, rubella, Toxoplasma gondi, and varicella-zoster virus. The viral or parasitic antigens were spiked to 1.0 pg/mL except for the hepatitis A virus,
which was spiked to 0.1 ug/mL. The prepared samples were tested in replicates of one. All feplicates of the serum samples spiked with viral or parasitic
antigens were nonreactive.

Interference

- At the concentrations listed belaw, the ARCHITECT HBsAg Qualitative assay showed interference from uncon;ugated bilirubin, conjugated hlllrubll‘l protein;

hemaoglobin, and triglycerides for high negative samples (targeted ta an S/CO of 0.80) ot £ +0.15 S5/CO and low positive samples (targe:ed to an S{CO
of 1.20) of 2 -15%.

interferent Interferent Concentration
+ Ulnconjugated bilinubin < 20 mgfdL

+ Conjugated bilirubin < 20 mgfdL

+ Triglycerides . " 5 3000 mgfdL

+ Protein C '€ 12 gfdL

*  Hemoglobin < 500 mgfdL
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Tube Type Matrix Comparison

The following tube types are acceptable for use with the ARCHITECT HBsAg Qualitative assay:

* Serum, including serum separator ...

* Plasma: dipotassium EDTA, tripotassium EDTA, lithium heparin, lithium heparin separator, and sodium heparin

On average, the tube types listed in the table below showed less than a 15% difference when compared to the control tube type (plastic serum) for low
pasitive samples (S/CO range: 1.00 to 1.40) and less than a 0.15 §/CO difference for high negative samples (S/CO range: 0.60 to 0.89).

The ARCHITECT HBsAg Qualitative assay showed the following distribution of percent differences when compared to the plastic serum tube type.

Distribution of Differences for High Negative Samples . Distribution of Pércent Differences for Low Positive Samples
20.10 S/CO to . . .
Evaluation Tube Type < 3,10 S{CQ £0.20 5/CO > 0.20 $/CO < 20% 2z -20% to = 10% > A40%
Serum Separator, Plastc - 96.4% (27/28) 3.6% (1/28) 0.0% (0/28) 0.0% (0/28) 0.0% {0/26) 100.0% (26/26)
Dipotassium EDTA 96.4% (27/28) 3.6% (1/28) 0.0% (0/28) 0.0% (0/27) 3.7% (1/27) 96.3% (26/27)
Tripotassium EDTA 96.4% {27/28) A.6% (1/28) 0.0% (0/28) 0.0% (0/27) 0.0% {0/27) 100.0% (27127
Lithium Heparin 100.0% (2B/28) 0.0% (0428). 0.0% (0728) 0.0% (0/27) 0.0% (0127) 100.0% (27/27)
Scdium Heparin | - 96.4% (27/28) 3.6% (1/28) 0.0% (0/28) - 0.0% (0/27) - 3.7% (1/27) 86.3% (26/27)
Lithium Heparin Plasma Separator | 100.0% (28/28) 0.0% (0/28) - 0.0% (0/28) 0.0% (0/27) 0.0% {0/27) 100.0% (27/27)
Seroconverslon Sensitivity -

The ARCHITECT HBsAg Qualitative assay is designed ta have a seroconversion sens:tmty that is better than or equivalent to the seroconversian sensitivity
of the comparator HBsAg assay.

To determine the secoconversion sensitivity, 38 HBV seroconversion panels obtained from commercial vendors were tested using the ARCHITECT
HBsAg Qualitative and ARCHTECT HBsAg Cualitative Contfirmatory assays. HBsAg was first detected by the ARCHITECT HBsAg Qualitative assay and
confirmed by the ARCHITECT HBsAg Qualitativa Gonfirmatary assay 2 to 15 days earlier than it was first detected by the comparator HBsAg assay in
17 seroconversion panel sets and coincident with the first day detected by the comparator HBsAg assay In 21 serocoaversion panel sets.

The data are summarized in the following table.

Days to HBsAg Reactive Result from | piffarance in Da-ys Days to HBsAg Reactive Result from

Difterence in Days

Initial Draw Date to HBsAg Reactive | - initiat Draw Date to HBsAg Reactive

) Comparator | ARCHITECT HBsAg | Result (Comparater Comparator | ARCHITECT HBsAg | Result (Comparator

Panel 1D HBsAg Assay _ Qualitative - ARCHITECT) - | Panel ID HBsAg Assay Qualitative — ARCHITECT)
PHMO09 9 ] . 0 6272 0 94 7
PHMS17 43 3% 7 6273 25 25 ) 0
PHMB25 8 4 4 6274 4 0 4
PHMO26 13 9 q 6275 22 7 15
PHMO27 4 ] [ 11000 26 21 5
PHM928 9 7 2 11901 44 44 0
PHM329 18 14 4 11002 9 7 2
PHM330 3 3 .0 11003 142 142 0
PHM933 7 7 0 11005 142 142 0
PHM934 0 0 0 11008 51 . 42 9
PHM9358 128 128 0 11067 . ) 43 34 9
PHM935A(M2) 2% 21 0 11008 72 69 . 3
26982/14369 R 3 g 11009 86 79 T
13867/3482 - 18 19 0 - 1men 110 103 7
180713463 11 " 0 11012 18 18 0
26022{14518 12 12 0 11013 252 247 S
0994/3457 . 1 4 - 7 11014 51 51 .0
43527/3453 13 12 0 11616 . 27. .27 0
6271 7 ) 7 0 1017 42 T a4z 0
. I
N\
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HBsAg Mutant Detectlon . . o

The ARCHITECT HBsAg Qualitative assay is designed to have the ability to better datect (as reactive) the HBsAg mutant Thr-123-Ala and 1o have the

equivalent or better ability to detect (as reactive) other HBsAg mutants (including Gly-145-Arg) when compared to the comparator HBsAg assay.

The hepatitis B virus, unlike other DNA viruses, replicates through reverse transcription. The reverse transcription process lacks proofreading capability;

therefore, HBV is subject to a mutation rate 10 times higher than the mutation rate of other DNA viruses.'® Some of these mutations may cause

changes in the antigenic structure of HBsAg, resulting in epitopes that are no longer recognized by.anti-HBs. HBsAg mutants have been reported in a

wide range of patient populations, including blood donars, vaccine recipients, renal dialysis patients, orthotopic liver transplant recipients, infants born to

HBsAg-positive mathers, and patients undergoing nucleaside analog treatment for HBV.12-28 HBsAg mutations may result in & less favorable outcarne in
. some patients 920,22 and false negative results in some HBsAg assays.19-2!

A panel of 9 HBsAg recombinant proteins containing detined mutations between amino acid positions 122 and 145 were prepared in a fetal calf serum-
- containing tissue culture media as described by Coleman, Ghen, and Mushahwar2” except for the Thr-123-Ala mutation, which was expressed in serum-

free lissue culture media. Each mutant was diluted with recalcified negative human plasma to an S/CO of 2.0 + 0.5 and tested with the ARCHITECT

HBsAg Qualitative assay and with a comparator HBsAg assay.

The data are summarized in the following table.

Final Resuits .
Mirtanl . ARCHITECT HBsAg Quaiitative Comparater HBsAg
Gin-129-His Repeatedly Reactive Repeatedly Reactive
Met-133-Leu Repeatedly Reactive Repeatedly Reactive
Asp-144-Ala Repeatedly Reactive - Nonreactive
Gly-145-Arg - Repeatedly Reactive Repeatedly Reactive
Thr-123-Ala - Repeatedly Reactive Nonreactive
P142L+G145R Repeatedly Reactive Repeatedly Reactive
P1425+G145R Repeatedly Reactive " Repeatedly Reactive
122NT Repeatedly Reactive Repeatedly Reactive
122RA Repeatedly Reactive Repeatedly Reactive

HBV Genotype Detection

The ARCHITECT HBsAg Qualitative assay is designed to detect HBV genotypes A through F and H. A study was performed to evaluate the ability of
the ARCHITECT HBsAg Qualitative assay to detect HBV genotypes A through H. A total of 18 panel members (3 panel members each of A, B, C, D,
and E; 2 panel members each of F and G, and 1 panel member of H) were tested using the ARCHITECT HBsAg Qualitative and ARCHITECT HBsAg
Qualitative Confirmatory assays. All genotypes were reactive by the ARCHITECT HBsAg Qualitative assay and confirmed positive by the ARCHITECT
HBsAg Qualitative Confirmatory assay. - . :
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